Experimental details and spectroscopic characterization of all intermediates.
2-Bromo-5-fluorophenol (12b). The title compound was synthesized from 1-bromo-4-fluoro-2-methoxybenzene (200 µl, 320 mg, 1.56 mmol) according to method A. The aqueous layer was extracted three times with DCM. After drying over Na 2 SO 4 , the solvent was removed at 700 mbar and the liquid residue was used without further purification. 1 H-NMR (CDCl 3 , 500 MHz): δ H = 7.41 (dd, J HF = 9.0, J = 5.8 Hz, 1H), 6.78 (dd, J = 3.0, 9.6 Hz, 1H), 6.59 (ddd, J = 2.8, 7.9, 8.8 Hz, 1H), 5.63 (s, 1H); 
4-Bromo-3-hydroxybenzonitrile (18b).
The title compound was synthesized from 4-bromo-3-methoxybenzonitrile (330 mg, 1.56 mmol) according to method A. The crude product was purified by flash chromatography on silica gel using a mixture of petroleum ether / ethyl acetate (8:1) as eluent. Yield: 131 mg (42 %), white crystals. 155.7, 135.4, 125.3, 120.0, 118.7, 116.7, 113 .2.
4-Bromo-3-hydroxy-N,N-dimethylbenzamide (20b).
The title compound was synthesized from 4-bromo-3-methoxy-N,N-dimethylbenzamide (300 mg, 1.16 mmol) according to method A. Purification of the crude product was not necessary. Yield: 278 mg (98 %).
1 H-NMR ((CD 3 ) 2 CO, 500 MHz): δ H = 9.13 (br, s, 1H), 7.54 (d, J = 8.2 Hz, 1H), 7.04 (d, J = 1.9 Hz, 1H), 6.83 (dd, J = 1.9, 8.2 Hz, 1H), 2.99 (s, 6H).
2-Bromo-3-hydroxypyridine (22b).
2-bromo-3-methoxypyridine (295 mg, 1.57 mmol) was heated in hydrobromide acid (5 ml) to 140°C and stirred overnight. The solution was neutralized with a saturated sodium bicarbonate solution and extracted three times with ethyl acetate. The combined organic layers were dried over Na 2 SO 4 and the solvent was removed under reduced pressure. Yield: 258 mg (94 %), white crystals.
1 H-NMR ((CD 3 ) 2 CO, 500 MHz): δ H = 9.26 (s, 1H), 7.89 (dd, J = 1.6, 4.4 Hz, 1H), 7.32-7.36 (m, 1H), 7.23-7.27 (m, 1H); 13 C-NMR ((CD 3 ) 2 CO, 125 MHz): δ C = 152. 4, 142.1, 131.9, 125.3, 124.5. 2-(Benzyloxy)-1-bromo-4-nitrobenzene (4a). The title compound was synthesized from 2-bromo-5-nitrophenol (545 mg, 2.50 mmol) according to method B. The crude product was used directly in the next step without further purification.
1-Bromo-4-nitro-2-phenethoxybenzene (5a). The title compound was synthesized from 2-bromo-5-nitrophenol (545 mg, 2.50 mmol) according to method B. The crude product was used directly in the next step without further purification.
1-Bromo-4-nitro-2-(3-phenylpropoxy)benzene (6a). The title compound was synthesized from 2-bromo-5-nitrophenol (545 mg, 2.50 mmol) according to method B. The crude product was used directly in the next step without further purification.
4-Bromo-1-nitro-2-phenethoxybenzene (10a).
To a solution of 5-bromo-2-nitrophenol (120 mg, 0.55 mmol) in DMF (3 ml) Cs 2 CO 3 (197 mg, 0.60 mmol), (2-bromoethyl)benzene (83 µl, 0.60 mmol) and tetrabutylammonium iodide (5 mol%) were added. The stirred mixture was heated to 140°C under a nitrogen atmosphere for 3 h. After cooling, the mixture was diluted with water and extracted three times with ethyl acetate. The combined organic layers were dried over Na 2 SO 4 and the solvent was removed in vacuum. The crude product was purified by flash chromatography using petroleum ether / ethyl acetate (50:1) as eluent. Yield: 161 mg (91 %), yellow oil.
1 H-NMR (CDCl 3 , 500 MHz): δ H = 7.67 (d, J = 8.5 Hz, 1H), 7.24-7.30 (m, 4H), 7.19-7.23 (m, 1H), 7.12 (d, J = 1.9 Hz, 1H), 7.09 (dd, J = 8.5, 1.9 Hz, 1H), 4.22 (t, J = 6.8 Hz, 2H), 3.11 (t, J = 6.8 Hz, 2H); 13 C-NMR (CDCl 3 , 125 MHz): δ C = 152. 8, 138.6, 137.2, 129.2, 128.6, 128.3, 126.8, 126.8, 123.5, 117.9, 70.9, 35 .5.
1-Bromo-4-fluoro-2-phenethoxybenzene (12a).
The title compound was synthesised from 2-bromo-5-fluorophenol 12b (3.90 mmol) according to method B. The crude product was purified by flash chromatography on silica gel using a mixture of n-hexane / ethyl acetate (40:1) as eluent. Yield: 836 mg (73 %), white solid. 3, 156.1, 138.3, 133.4, 129.5, 128.7, 126.8, 106.5, 103.2, 101.1, 70.1, 55.8, 35 .9.
1-Bromo-2-phenethoxy-4-(trifluoromethyl)benzene (16a).
The title compound was synthesized from 2-bromo-5-(trifluoromethyl)phenol (380 mg, 1.58 mmol) according to method B. The crude product was purified by flash chromatography on silica gel using a mixture of petroleum ether as eluent. Yield: 382 mg (70 %), white solid. -N,N-dimethyl-3-phenethoxybenzamide (20a) . The title compound was synthesized from 4-bromo-3-hydroxy-N,N-dimethylbenzamide 20b (290 mg, 1.19 mmol) according to method B. The crude product was purified by flash chromatography on silica gel using a mixture of petroleum ether / ethyl acetate (1:1) as eluent. Yield: 339 mg (82 %). 7, 155.5, 138.1, 136.8, 133.3, 129.4, 128.7, 126.8, 120.3, 113.8, 112 .1, 70.2, 35.9.
4-Bromo

2-Bromo-3-phenethoxypyridine (22a).
The title compound was synthesised from 2-bromo-3-hydroxypyridine 22b (228 mg, 1.31 mmol) according to method B. The crude product was purified by flash chromatography on silica gel using a mixture of petroleum ether / ethyl acetate (7:1) as eluent. Yield: 232 mg (64 %). -2-phenethoxyphenyl)-1,3,2-dioxaborolane (24a) . 1-bromo-4-nitro-2-phenethoxybenzene (400 mg, 1.24 mmol) was dissolved in dioxane (20 ml) and bis(pinacolato)diboron (472 mg, 1.86 mmol) and KOAc (365 mg, 3.72 mmol) were added. The mixture was deoxygenated and flushed with nitrogen three times before PdCl 2 (PPh 3 ) 2 (5 mol%) was added. The resulting suspension was heated under reflux for 4 h. After cooling, water and ethyl acetate were added and the phases were separated. The water phase was extracted three times with ethyl acetate and the combined organic layers were dried over Na 2 SO 4 . The solvent was removed under reduced pressure and the residue was dissolved in ethanol and stored overnight at 7 °C. The precipitated crystals were separated from the solution and washed with little amounts of cooled ethanol. Yield: 319 mg (70 %).
4,4,5,5-Tetramethyl-2-(4-nitro
1 H-NMR (CDCl 3 , 500 MHz): δ H = 7.78 (d, J = 1 Hz, 2H) 7.63 (t, J = 1.0 Hz, 1H) 7.38-7.42 (m, 2H) 7.32 (m, 2H) 7.23-7.28 (m, 1 H) 4.27 (t, J = 6.6 Hz, 2H) 3.18 (t, J = 6.6 Hz, 2H) 1.39 (s, 12H).
HPLC Purity Control of Final Compounds
The Surveyor ® -LC-system consisted of a pump, an autosampler, and a PDA detector. Mass spectrometry was performed on a TSQ ® Quantum (Thermo Electron Corporation, Dreieich, Germany). The triple quadrupole mass spectrometer was equipped with an electrospray interface (ESI). The system was operated by the standard software Xcalibur ® . A RP C18 NUCLEODUR ® 100-5 (125  3 mm) column (Macherey-Nagel GmbH, Duehren, Germany) was used as stationary phase. All solvents were HPLC grade. In a gradient run the percentage of acetonitrile (containing 0.1% triflouro-acetic acid) in water was increased from an initial concentration of 3%
at 0 min to 100% at 15 min and kept at 100% for 3 min. The injection volume was 10 µl and flow rate was set to 350 µl/min. MS analysis was carried out at a spray voltage of 3800 V, a capillary temperature of 350 °C and a source CID of 10 V. Spectra were acquired in positive mode from 100 to 1000 m/z and full scan UV-mode. In some cases APC ionization had to be applied. 
